prognosis. Physicians generally considered CFA to be a clinical diagnosis and Background -Mortality due to cryptodid not initiate treatment in up to half of genic fibrosing alveolitis (CFA) is inpatients at presentation. creasing, particularly in the elderly. (Thorax 1997;52:38-44) Optimum management remains uncertain and previous studies of the disease have Keywords: cryptogenic fibrosing alveolitis, presentation, largely been from specialist centres. A treatment, British Thoracic Society.
were then to be followed until death or until At death physicians were asked to complete a further questionnaire giving details on the November 1996, whichever was the earlier. This paper deals with data collected up until certificated cause of death, presence of lung cancer, and the perceived contribution that November 1994.
CFA had made to the death.
     A diagnosis of CFA was accepted if a patient Data were entered onto PCs in both centres had either (1) bilateral interstitial chest radio-using D-Base 4. Information on lung function graphic shadowing with bilateral basal in-was provided as raw data by physicians, tospiratory crackles and lung function parameters gether with height, and converted to percentage compatible with CFA -that is, a restrictive predicted values using the European Comand/or gas transfer defect, or (2) histological munity for Steel and Coal equations. 10 Missing evidence of CFA. In addition a diagnosis of or discrepant data were checked where possible CFA required the patient to have no evidence by direct enquiry to the physician or by obof a defined connective tissue disorder, allergic taining the patient records. Statistical analysis alveolitis, sarcoidosis, or bronchiectasis and, in was performed using SPSS 4.0. Ethical the opinion of the participating physician, to approval for the study was obtained from have no occupational exposures which would the Nottingham University Hospital medical be accepted as a sufficient basis for a diagnosis ethical committee. of pneumoconiosis for the purposes of state compensation (as performed in the UK by a Medical Boarding Centre).
Results
Of 415 physicians contacted, 330 agreed to participate in the study. Patients were eventually entered by 150 physicians of whom 49  All participating physicians completed a re-entered five or more patients. In total, 611 patients were entered but at November 1994 23 quest for data about the unit(s) in which they worked, how close the unit was to a thoracic had been withdrawn, either because alternative diagnoses had emerged (n=18) or because of surgical unit, and how often a thoracic surgeon visited. At entry the physician completed a administrative reasons (duplication of entries or diagnosis outside study period, n=5). Data questionnaire for each patient containing the following features: demographic details, source analysis is confined to the remaining 588 patients. of referral, degree of certainty of diagnosis, other diagnoses being considered, symptoms
The mean (SD) age was 67.4 (10.0) years (67.0 years for men and 68.2 years for women, (including breathlessness, cough, chronic bronchitis, arthritis, arthralgia), gradual or acute p=NS) and the male:female ratio was 1.7:1 with 373 (63.4%) being men and 577 (98%) onset (for example, flu-like illness) of symptoms, exercise grade on five point scale, pres-white. Four hundred and forty one patients (75%) were referred direct from primary care, ence of clubbing; structured occupational, smoking and past medical histories; results of 18% were referred by colleagues within the same hospital (18%) and 7% from other hosfull blood count, erythrocyte sedimentation rate, rheumatoid factor, antinuclear factor, pitals. A total of 374 (64%) patients were seen in a district general hospital, 115 (20%) in a avian precipitins, chest radiographic appearances (to be categorised as one of five teaching hospital, and 99 (17%) in a regional/ specialist centre with no significant differences predominant patterns -normal, fine nodules/ short linear, ground glass, patchy/confluent, or between the mean ages at presentation in these hospitals. honeycomb), and results of lung function tests (performed according to the standards of each participating laboratory); whether invasive diagnostic tests had been or were about to be  ,  
The clinical features at presentation are shown performed and the complications from and the rationale for such tests; the initial management in table 1. Arthritis/arthralgia was significantly more common in women and clubbing was plan together with the physician's stated reasons for observation or treatment. This more common in men. In 452 patients (76.9%) the disease began gradually and, overall, questionnaire was piloted in two centres for acceptability of use. Physicians were asked to complete the questionnaire with the patient at (9%) although only seven of these had any documented exposure to birds. Various chest radiographic appearances were noted by phys- indices and lung volumes and a moderate reduction in gas transfer factor (T), the latter being significantly lower in men. It should be patients had been breathless for a mean of noted that, while 96% of subjects had spiro-15.1 months (median 9.0) before presentation. metric tests at initial evaluation, T was Slightly fewer patients (n=521, table 1) pre-measured in only 75%. Transbronchial biopsy sented with breathlessness than were recorded specimens were taken in 164 cases (28%), to have a reduced exercise tolerance (n=526, percutaneous biopsy specimens in six (1.0%), table 2). Review of the data confirmed that a open lung biopsy specimens in 73 (12.4%), very small number of patients presented with and bronchoalveolar lavage fluid in 67 cases other symptoms or an abnormal chest radio-(11.3%). In 59.9% of patients none of these graph but, on direct questioning, admitted to a four procedures was performed. Inadequate slight reduction in exercise tolerance. Although data were obtained in response to questions 5% of patients were asymptomatic at entry -about the intended purpose or value of such that is, with neither breathlessness nor cough procedures. Whether any procedure was per--209 (36%) were severely disabled by their formed was strongly related to age (mean age breathlessness being breathless at rest or on 63.0 years for those in whom a procedure minimal exertion. Exercise tolerance was sig-was performed compared with 70.4 years for nificantly worse in women (table 2) . those in whom one was not performed, Almost half the patients had a history of p<0.0001) and to better lung function (forced some dust exposure (table 3) and physicians expiratory volume in one second (FEV 1 ), p= considered that, of the 87 patients with at least 0.005; forced vital capacity (FVC), p=0.03; some exposure to asbestos, this was moderate gas transfer coefficient (K), p<0.001)). or severe in 19. However, of the four considered There was no relationship between whether a to have had severe exposure no evidence of procedure was performed and sex or total lung capacity (TLC), residual volume (RV), or T on presentation. A diagnostic procedure was phosphamide or azathioprine, either in combination with other drugs or as sole therapy. died. Death was considered to be primarily due * Categories not mutually exclusive.
to CFA in 53% of cases, partly due to CFA in 28%, and unrelated to the disease in 14%.
Of 231 patients with complete information 29 
       
Further analyses were performed to ascertain  whether subjects with a history of dust exposure At diagnosis physicians were prepared to ob-differed in presentation, management, or outserve -that is, to withhold treatment -in come from those without such a history (tables 284 patients (48.3%) predominantly on the 8 and 9). Those reporting a history of exposure grounds of few or stable symptoms (table 6) . to any dust (including asbestos or other inIn only 10% of patients, however, was present organic or organic dust) were significantly more or future treatment considered inappropriate. likely to be current smokers and to have slightly Compared with those who were observed, those higher FVC, RV, and TLC. These differences in for whom treatment was initiated at pre-lung function persisted in the whole population sentation were slightly younger (mean age 66.9 after adjustment for age, sex, and smoking years compared with 68.3 years, p=0.04) and status. However, the differences appeared to had very significantly worse lung function -for be largely accounted for by women with CFA; example, mean predicted FVC 71.2% versus for men the only significant difference in lung function between those with and without a history of dust exposure was in TLC (adjusted asbestos exposure (54% versus 38%).
group
Discussion
avian precipitins had documented avian exposure. Importantly, while those with exposure This BTS study of CFA is the largest survey reported to date of a disease of serious prognosis to dust had smoked more and had slightly greater lung volumes, they were otherwise inand which is increasing in reported mortality in both the UK and in several other countries. 1 2 distinguishable in terms of clinical presentation, management, and outcome from Before reviewing the data obtained we need to consider how robust the diagnosis of CFA patients with no exposure to dust. Overall we are confident that, in nearly all cases, the diawas in our patients. Earlier recommendations that biopsy is the gold standard for diagnosis gnosis of CFA was correct, although occupational exposure to some dusts previously of CFA have come from specialist centres in which the age at presentation is likely to be unrecognised as causing pulmonary fibrosis are probably involved in the aetiology of CFA, as substantially lower than that reported here. 8 9 The greater age of the more unselected patients recently reported. 4 A particular strength of this BTS study is in the present study is likely to influence physicians' decisions about the safety and necessity that the data have been obtained prospectively at the time of consultation, rather than by of taking biopsy specimens. More recently it has become accepted that the high resolution retrospective review of case records as in some previous surveys. [5] [6] [7] A possible weakness is the computed tomographic (HRCT) scan can be a diagnostic tool, 11 but our study began before lack of formal validation of the questionnaire in areas such as symptoms and smoking and HRCT had become well established. We used essentially clinical criteria for the diagnosis of occupational histories, although areas such as physicians' opinions would be difficult to val-CFA, very similar to those used in past surveys of the disease. 3 6 There is no information on idate. However, during data cleaning the internal validity of the questionnaire data has the reliability of a clinical diagnosis of CFA, but clearly physicians in the UK are prepared been exhaustively checked where possible, and frequent review of original records has also to diagnose CFA on clinical grounds in most patients since nearly 60% had no diagnostic occurred.
Our study shows that CFA is predominantly procedure of any kind in our study. However, having entered patients into the study only a a disease of the elderly, with a mean age at presentation of 67 years, and that men prevery small proportion were eventually withdrawn after 2-4 years because of alternative dominate (M:F ratio 1.7:1). Comparisons with previous studies are difficult, partly because diagnoses, although only a few of those who died had a post mortem examination. Given some studies have included patients with connective tissue disorders (making up to one the knowledge that taking biopsy specimens is not routine in patients with suspected CFA, third of the total 5-7 ), partly because of differing diagnostic criteria (in one study only 60% had our diagnostic criteria reflected the general perception that CFA is a clinical syndrome, prob-crackles 7 ) , and also because our study is the only one to have documented clinical features ably heterogeneous in origin.
A substantial number of patients had re-prospectively. Nevertheless, CFA has previously been reported as presenting in much ported exposure to asbestos and other dust, both inorganic and organic. The question arises younger patients. [5] [6] [7] It is possible that there has been a real increase in the age at presentation as to whether some of these patients may have had pneumoconiosis or extrinsic allergic al-or that the disease is increasingly being recognised in the elderly. Of particular importveolitis (EAA) rather than CFA. Potential difficulties in this area are highlighted by a ance, however, is the fact that a high proportion of patients in this study have been referred study which found post mortem histological appearances similar to CFA in a small number from primary care and seen in district general hospitals. Our data are therefore much more of patients with silicosis (4%), although these were patients with a known diagnosis of silicosis likely to reflect the true presentation of this disease than do earlier studies. With regard to and no clinical or radiographic data were given. 12 On the other hand, CFA has been sex differences, previous surveys have suggested either no difference in presentation 5 14 reported in patients with exposure to asbestos. 13 Our study was specifically designed to include or a male predominance of 2:1 6 or 3:1. 7 As noted above and elsewhere, the male preall patients in whom the participating physicians considered CFA to be the most likely dominance raises the possibility of genetic and occupational factors in the aetiology of the diagnosis rather than pneumoconiosis or EAA. To have excluded patients with any history of disease. Apart from one study from South Africa 15 there is little information on CFA in nonexposure to dust, however trivial and however unlikely to be the cause of the lung disease, white patients. In our study only 2% of patients were non-white and their numbers were too would have seriously biased the sample, effectively excluding many cases occurring amongst small to permit separate analysis. Further work is needed to determine whether ethnic factors the working population. Furthermore, we did evaluate the information provided about dust may play a part in the aetiology of CFA.
Despite the likely differences in the popuexposure in every case. For example, review of the occupational histories of those graded as lations studied, there appear to be few major differences in clinical features or the results of having moderate or severe exposure to asbestos suggested that the severity of exposure tended basic investigations from earlier studies where comparisons are possible. One exception would to be overestimated -indeed, in only one of four graded as severe was asbestosis a possible appear to be the high proportion (35%) of patients in our study who were severely disabled diagnosis. Less than one third of those with 
